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(R) -2- (2-aminothiazol-4-yl) -4 ' - [2- [ (2-hydroxy-2- 

phenylethyl) amino] ethyl] acetic acid anilide or its salt shows a potent bladder 
relaxation effect in "isolated rat bladder smooth muscle relaxation test", 
dose-dependently lowers the contraction frequency of rhythmic bladder 
contractions in "rat rhythmic bladder contraction measurement test" and, 
moreover, prolongs the urination intervals in "urination function measurement 
test on cyclophosphamide-induced overactive bladder model rat". Owing to 
these effects, the above compound is useful as a remedy for overactive 
bladder. 
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AB This invention pertains to prepn method for a-form and p-form crystals of (R)- 
2- (2-aminothiazol-4-yl) -4 ' - [2- [ (2-hydroxy- 2- 

phenylethyl) amino] ethyl] acetanilide, which are useful as starting materials 
for a diabetes remedy. The 'a-form crystal has no hygroscopicity, has 
stability which makes the crystal usable in a medicine, and is useful for mass 
synthesis in industrial production The p-form crystal has relatively low 
hygroscopicity and is useful also as an intermediate for the a-form crystal. 
For example, the title compound was prepared in a four-step synthesis 
comprising coupling reactions in good yield. The a-form and p-form crystals 
of the title compound were prepared by recrystn. The title compound reduced 
blood sugar in rat with ED30 of <3.5 mg/kg/day. 
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19981015 


AU 


9894621 






A 




19990510 




AU 


1998- 


94621 




19981015 


BR 


9804500 






A 




20000411 




BR 


1998- 


4500 




19981015 


EP 


1028111 






Al 




20000816 




EP 


1998- 


947894 




19981015 


EP 


1028111 






Bl 




20040512 
















R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, FR, 


GB, 


GR 


IT, 


LI, LU, 


NL, 


SE, PT, 




IE, 


FI 






















JP 


3193706 






B2 




20010730 




JP 


2000- 


516949 




19981015 


TW 


557295 






B 




20031011 




TW 


1998- 


87117145 




19981015 


AT 


266639 






T 




20040515 




AT 


1998- 


947894 




19981015 


PT 


1028111 






T 




20040930 




PT 


1998- 


947894 




19981015 


ES 


2221204 






T3 




20041216 




ES 


1998- 


947894 




19981015 


CN 


1218045 






A 




19990602 




CN 


1998- 


121375 




19981016 


CN 


1136192 






B 




20040128 














HU 


9802417 






A2 




19990830 




HU 


1998- 


•2417 




19981016 


L RU 


2186763 






C2 




20020810 




RU 


1998- 


•118906 




19981016 


Hfo US 


6346532 






Bl 




20020212 




US 


2000- 


•529096 




20000407 


NO 


2000001983 




A 




20000414 




NO 


2000- 


•1983 




20000414 


NO 


316673 






Bl 




20040329 














PRIORITY APPLN. 


INFO. : 










JP 


1997- 


■285778 




A 19971017 
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10/534,290 

WO 1998-JP4671 W 19981015 

OTHER SOURCE(S): MAR PAT 130:311793 

ED Entered STN: 07 May 1999 

GI 




AB The title compds . I [ring B = an optionally substituted heteroaryl optionally 
fused with a benzene ring; X = a bond, lower alkylene or lower alkenylene 
(optionally substituted by hydroxy or lower alkyl), carbonyl, or NH (further 
details related to X are given) ; A = a lower alkylene or a group represented 
by (lower alkylene) -O; Rla and Rib = hydrogen or lower alkyl; R2 = hydrogen or 
halogeno; and Z = nitrogen or CH] are prepared I are useful as diabetes 
remedies which not only function to accelerate the secretion of insulin and 
enhance insulin sensitivity but also have an anti-obesity action and an 
antihyperlipemic action based on their selective stimulative action on 03 
receptor. For example, imidazole derivative II was prepared Compds. of this 
invention significantly decreased blood sugar in mice. 

IT 223672-18-2P 223673-61-8P 

(preparation of amides as antidiabetics) 

RN 223672-18-2 HCAPLUS 

CN 4-Thiazoleacetamide, 2-amino-N- [ 4- [ 2- [ [ (2R) -2-hydroxy-2- 

phenylethyl] amino] ethyl] phenyl] -, dihydrochloride (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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#2 HC1 



RN 223673-61-8 HCAPLUS 

CN 4-Thiazoleacetamide, 2-amino-N- [4- [2- [ [ (2R) -2-hydroxy-2- 
phenylethyl] amino] ethyl] phenyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




IC ICM C07D213-56 

ICS C07D213-61; C07D213-64; C07D213-73; C07D213-81; C07D215-12; 
C07D215-48; C07D217-22; C07D231-12; C07D233-64; C07D241-20; 
C07D257-04; C07D277-40; C07D277-68; C07D285-08; C07D513-04; 
A61K031-41; A61K031-415; A61K031-425; A61K031-44 
CC 28-9 (Heterocyclic Compounds (More Than One Hetero Atom) ) 
Section cross-reference ( s ) : 1, 21 



223672- 


09- 


1P 


223672- 


10- 


4P 


223672- 


11- 


5P 


223672- 


12- 


6P 


223672- 


13- 


7P 


223672- 


14- 


8P 


223672- 


15- 


9P 


223672- 


16- 


OP 


223672- 


17- 


IP 


223672-18 


-2P 


223672-19 


-3P 


223672-20 


-6P 


223672- 


21- 


7P 


223672- 


22- 


8P 


223672- 


23- 


9P 


223672- 


24- 


OP 


223672- 


25- 


IP 


223672- 


26- 


2P 


223672- 


27- 


3P 


223672- 


29- 


5P 


223672- 


30- 


8P 


223672- 


31- 


9P 


223672- 


32- 


OP 


223672- 


34- 


2P 


223672- 


36- 


4P 


223672- 


38- 


6P 


223672- 


40- 


OP 


223672- 


42- 


2P 


223672- 


44- 


4P 


223672- 


46- 


6P 


223672- 


47- 


7P 


223672- 


48- 


8P 


223672- 


49- 


9P 


223672- 


50- 


2P 


223672- 


51- 


3P 


223672- 


52- 


4P 


223672- 


53- 


5P 


223672- 


55- 


7P 


223672- 


58- 


OP 


223672- 


60- 


4P 


223672- 


63- 


7P 


223672- 


65- 


9P 


223672- 


66- 


OP 


223672- 


67- 


IP 


223672- 


68- 


2P 


223672- 


69- 


3P 


223672- 


70- 


6P 


223672- 


71- 


7P 


223672- 


72- 


8P 


223672- 


73- 


9P 


223672- 


74- 


OP 


223672- 


75- 


IP 


223672- 


76- 


2P 


223672- 


77- 


3P 


223672- 


78- 


4P 


223672- 


79- 


5P 


223672- 


80- 


8P 


223672- 


81- 


9P 


223672- 


82- 


OP 


223672- 


83- 


IP 


223672- 


84- 


2P 


223672- 


85- 


3P 


223672- 


86- 


4P 


223672- 


87- 


5P 


223672- 


88- 


6P 


223672- 


89- 


7P 


223672- 


90- 


OP 


223672- 


91- 


IP 


223672- 


92- 


2P 


223672- 


93- 


3P 


223672- 


94- 


4P 


223672- 


95- 


5P 


223672- 


96- 


6P 


223672- 


97- 


7P 


223672- 


98- 


8P 


223672- 


99- 


9P 


223673- 


00- 


5P 


223673- 


01- 


6P 


223673- 


02- 


7P 


223673- 


03- 


8P 


223673- 


04- 


9P 


223673- 


05- 


OP 


223673- 


06- 


IP 


223673- 


07- 


2P 
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223673-08-3P 223673-09- 

223673-12-9P 223673-13- 

223673-16-3P 223673-17- 

223673-20-9P 223673-21- 

223673-25-4P 223673-26- 

223673-29-8P 223673-30- 

223673-33-4P 223673-58 

223673-61-8P 223673-62- 

223673-65-2P 223673-66- 
(preparation of amides 
REFERENCE COUNT: 10 



223673-10-7P 
223673-14-1P 
223673-18-5P 
223673-22-1P 
223673-27-6P 
223673-31-2P 
223673-59-4P 
223673-63-0P 



223673-11-8P 
223673-15-2P 
223673-19-6P 
223673-23-2P 
223673-28-7P 
223673-32-3P 
223673-60-7P 
223673-64-1P 



4P 
OP 
4P 
OP 
5P 
IP 
3P 
9P 
3P 

as antidiabetics) 

THERE ARE 10 CITED REFERENCES AVAILABLE FOR 
THIS RECORD. ALL CITATIONS AVAILABLE IN THE 
RE FORMAT 
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=> d his nofile 

(FILE 'HOME' ENTERED AT 14:40:16 ON 09 APR 2007) 

FILE 'HCAPLUS' ENTERED AT 14:40:25 ON 09 APR 2007 
LI 1 SEA ABB=ON PLU=ON US20060115540/PN 

SEL RN 

FILE 'REGISTRY' ENTERED AT 14:40:43 ON 09 APR 2007 
L2 9 SEA ABB=ON PLU=ON (223673-61-8/BI OR 29676-71-9/BI OR 

29968-78-3/BI OR 50-18-0/BI OR 521284-19-5/BI OR 521284-20 
8/BI OR 521284-21-9/BI OR 521284-22-0/BI OR 611-71-2/BI) 



L3 


0 


SEA 


ABB=ON 


PLU=ON 


L2 AND AMINOTHIO? 


L4 


1 


SEA 


ABB=ON 


PLU=ON 


L2 AND AMINOTHIA? 


L5 


1 


SEA 


ABB=ON 


PLU=ON 


L2 AND 4-THIAZOLEACETAMIDE 


L6 


1 


SEA 


ABB=ON 


PLU=ON 


223673-61-8/RN 


L7 


1 


SEA 


ABB=ON 


PLU=ON 


223673-61-8/CRN 




FILE 'HCAPLUS' 


ENTERED 


AT 15:05:22 ON 09 APR 2007 


L8 


4 


SEA 


ABB=ON 


PLU=ON 


L6 


L9 


2 


SEA 


ABB=ON 


PLU=ON 


L7 


L10 


4 


SEA 


ABB=ON 


PLU=ON 


L8 OR L9 


Lll 


1 


SEA 


ABB=ON 


PLU=ON 


L6/DP OR L6/D 


L12 


0 


SEA 


ABB=ON 


PLU=ON 


L7/DP OR L7/D 


L13 


4 


SEA 


ABB- ON 


PLU=ON 


L10 OR Lll OR L12 


L14 


207 


SEA 


ABB=ON 


PLU=ON 


TAKASU, T?/AU 


L15 


14520 


SEA 


ABB=ON 


PLU=ON 


SATO, S7/AU 


L16 


420 


SEA 


ABB=ON 


PLU=ON 


UKAI, M7/AU 


L17 


5023 


SEA 


ABB=ON 


PLU=ON 


MARUYAMA, T7/AU 


L18 


2694 


SEA 


ABB=ON 


PLU=ON 


YAMANOUCHI PHARMACEUTICAL?/ CS, PA, SO 


L19 


3 


SEA 


ABB=ON 


PLU=ON 


(L14 OR L15 OR L16 OR L17 OR L18) AND 






L13 








L20 


1 


SEA 


ABB=ON 


PLU=ON 


L13 NOT L19 



FILE 'REGISTRY' ENTERED AT 15:09:19 ON 09 APR 2007 









E C21 H24 


N4 02 S/MF 


L21 




1363 


SEA 


ABB=ON 


PLU=ON 


"C21 H24 N4 02 S"/MF 


L22 




138 


SEA 


ABB=ON 


PLU=ON 


L21 AND THIAZO? 


L23 




61 


SEA 


ABB=ON 


PLU=ON 


L22 AND 3/NR 


L24 




1 


SEA 


ABB=ON 


PLU=ON 


L23 AND HYDROXY? 


L25 




1 


SEA 


ABB=ON 


PLU=ON 


29676-71-9/RN 


L26 




1 


SEA 


ABB=ON 


PLU=ON 


29968-78-3/RN 


L27 




1 


SEA 


ABB=ON 


PLU=ON 


521284-19-5/RN 


L28 




1 


SEA 


ABB=ON 


PLU=ON 


521284-20-8/RN 


L29 




1 


SEA 


ABB=ON 


PLU=ON 


521284-21-9/RN 


L30 




1 


SEA 


ABB=ON 


PLU=ON 


521284-22-0/RN 


L31 




5 


SEA 


ABB=ON 


PLU=ON 


(L26 OR L27 OR L28 OR 




FILE 


'HCAPLUS' 


ENTERED AT 15:14:24 ON 09 APR 2007 


L32 




83 


SEA 


ABB=ON 


PLU=ON 


L25 


L33 




114 


SEA 


ABB=ON 


PLU=ON 


L31 


L34 




2 


SEA 


ABB=ON 


PLU=ON 


L32 AND L33 




FILE 


1 REGISTRY 1 


' ENTERED AT 15: 


14:56 ON 09 APR 2007 


L35 




0 


SEA 


ABB=ON 


PLU=ON 


L6 AND MEDLINE/LC 


L36 




0 


SEA 


ABB=ON 


PLU=ON 


L6 AND BIOSIS/LC 


L37 




0 


SEA 


ABB=ON 


PLU=ON 


L6 AND DRUGU/LC 


L38 




0 


SEA 


ABB=ON 


PLU=ON 


L6 AND EMBASE/LC 
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FILE * CAS REACT 1 ENTERED AT 15:16:16 ON 09 APR 2007 

L39 STR 223673-61-8 

L4 0 0 SEA SSS SAM L39 ( 0 REACTIONS) 

L41 STR L39 

L42 0 SEA SSS SAM L41 ( 0 REACTIONS) 

L43 0 SEA SSS FUL L41 ( 0 REACTIONS) 

FILE 1 REGISTRY 1 ENTERED AT 15:20:04 ON 09 APR 2007 
E C21 H24 N4 02 S/MF 

L44 52 SEA ABB=ON PLU=ON ("C21 H24 N4 02 S . 1/2 C2 H6 06 



S2'7MF OR "C21 H24 N4 02 S . 2 CL H"/MF OR "C21 H24 N4 02 
S . 3 CL H"/MF OR "C21 H24 N4 02 S . BR H"/MF OR "C21 H24 
N4 02 S . C H4 03 S"/MF OR "C21 H24 N4 02 S . C2 H F3 
02 n /MF OR "C21 H24 N4 02 S . C2 H4 02"/MF OR "C21 H24 N4 
02 S . C21 H24 N4 02 S"/MF OR "C21 H24 N4 02 S . C4 H4 
04 "/MF OR "C21 H24 N4 02 S . C7 H8 03 S"/MF OR "C21 H24 N4 
02 S . CL H'VMF OR "C21 H24 N4 02 S . H2 04 S"/MF OR "C21 
H24 N4 02 S . K"/MF OR "C21 H24 N4 02 S . NA" /MF OR "C21 
H24 N4 02 S . X C2 H F3 02 "/MF OR f, C21 H24 N4 02 S . X C2 
H2 04"/MF OR "C21 H24 N4 02 S . X C4 H4 04"/MF OR "C21 H24 
N4 02 S . X CL H'VMF) 



L45 1 SEA ABB -ON PLU=ON L44 AND HYDROXY? 

L46 1 SEA ABB=ON PLU=ON 223673-61-8/CRN 

L47 1 SEA ABB=ON PLU=ON 22 367 3- 61-8/RN 

FILE 'HCAPLUS' ENTERED AT 15:25:13 ON 09 APR 2007 

L4 8 2 SEA ABB=ON PLU=ON L4 6 

L49 4 SEA ABB=ON PLU=ON L47 

L50 4 SEA ABB=ON PLU=ON L48 OR L49 

L51 1 SEA ABB=ON PLU=ON L50 NOT L19 

L52 1 SEA ABB=ON PLU=ON L51 OR L20 

L53 0 SEA ABB=ON PLU=ON L46/DP OR /49/D 

L54 0 L38 NOT L49 
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